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ALLOWED CLAIMS (5576.200) 
(1, 5, 13, 16-18, 22, 23, 30, 43-46, 49, 51, 53, 55-57, 59, 63, 68-71, 87-90 and 92-118) 



1 , A compound of formula (I); 




(I) 



wherein 

V is -COOH 
A is 

r \/ rB r \/ R\R 9 

— (CH 2 ) n ( V ) p NR . _(^ (C h 2 )— NR 7 — , -^V<OU— 

-NR 7 CH2-. 

wherein 

b is 0 or 1 , 

n is 0, 1, 2 or 3, 

R 7 is hydrogen, C^-alkyl or C^-cycloalkyl-C^-alkyl, 
R 8 and R 9 independently are hydrogen or C 14 -alkyl, 

Y is -C(O)-, 
Zis 

1 
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ALLOWED CLAIMS IN US SERIAL NO. 09/572,553 
(1, 5, 13, 16-18, 22, 23, 30, 43-46, 49, 51, 53, 55-57, 59, 63, 68-71, 87-90 and 92-118) 



1. A compound of formula (I): 



yA^Y^ 0 (I) 

R 1 



wherein 



V is -COOH 



A is 



-<CH 2 ) n — ^VnR 7 - , — (4- (C h 2 )— NR 7 — , 44r(CH,) r 



-NR 7 CH 2 -, 
wherein 

b is 0 or 1 , 



n is 0, 1 , 2 or 3, 



R 7 is hydrogen, Ci-e-alkyl or Cg-a-cycloalkyl-C^alkyl, 



R 8 and R e independently are hydrogen or C^-alkyl, 
Y is -C(O)-, 
Z is 
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wherein R 4 " and R 47 independently are selected from hydrogen, halogen, 
CN, -CF* -OCF3, -NO2. -OR 10 . -NR 10 R 11 and C^-alkyl, 

wherein R 10 and R 11 Independently are hydrogen or C^-alky!, 



R 1 is hydrogen or C^-alkyl, 



Xis 



o 



■2'q 'f 

R 



J-^CH^r-N-2-0-(CR 13 R l4 ) r -(CH 2 ) s - 



12 



2>q i 



12 



(CR 13 R 1 V( CH 2)r 



,12 



o 



-^(CH,)— N-(CR 13 R 1 V(CH 2 )— 0 
X12 



-"-(CH^— N-<CR 1 V 4 ) r -(CH 2 )r 



'2>q 



,12 



wherein 



r is 0 or 1 , 



q and s independently are 0, 1 , 2 or 3, 



R 12 t R 13 , and R 14 independently are hydrogen orC^-alkyl. 
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D is 




,18 i 




,18 




or 





R ie R t7 j R ia and R is independently are 



• hydrogen.jhaiogenj^N^CHzCN, -CHF^F^OCF^-OCHFz, -OCH 2 CF 3t 
-OCF 2 CHF 2 ,j-OS(0) 2 CF 3 , -SCF 3 , -NOz. ^OgJ-N R^R 22 , Sr^-NR^O^R 22 , 
S(0)2NR 21 R 22 ^-S(Q)NR 21 R 22 , -S(O)R 21 (-S(0) 2 F?if , -OS(O^R 21 ; ^(OJNR^R 22 , 



-OC(0)NR 21 R 22 , -NR 21 C(0)R ffl , -CH 2 C(0)NR a F? 5 i -OCH 2 C(0)NR 21 R 22 , -CH 2 OR 21 . 
-CHaNR^R 22 , -OC(0)R 21 , -C(0)R 21 or-C(0)OR 21 , 



• )Ci.e-alkyl, 



CWalkenyl or C 2 . e -alkynyl, 



optionally substituted with one or more substituents s elected from -CHF 2 , - 
CF 3 , -OCF 3 , -OCHF 2 . -OCH 2 CF 3 , -OCF 2 CHF 2 , ~SCF 3y ^OR^J-NR 21 R 22 , -SR 21 , 
-S(0)R 2 \ -S(0) 2 R 21 , -C(0)NR 21 R 22 , ~0C(O)NR 21 R a2 , -NR 21 C(0)R 22 , 
-OCH 2 C(0)NR 21 R aa , -C(0)R 21 and -C(0)OR 21 . 



CM-cycloalkyl, C^cycloalkenyljhetej^^ C^-cyclo- 
alkyl-C^-alkoxy, Cjw-cycloalkyloxy, C^-cydoalkyl-Ci-e-alkylthio, C M -cyc|oalkylthio, 
C3^-cycloalkyl-C 24 -alkenyl P Ca.a-cycloalkyl-C 2 . 6 -alkynyl, C w -cycloalkenyl-Ci^-alkyl, C 4 . 
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a-cycloalkenyl-Cz-e-alkenyl, C^-cycloalkenyl-C^-alkynyl, heterocyclyl-C^-alkyl, 
heterocyclyl-C^e-alkenyl or heterocyclyl-C^-alkynyl. 

of which the cyclic moieties optionally are substituted with one or more 
substituents selected from 

-CHF 2 , -CF 3( -OCF 3 , -OCHF 2 , -OCH 2 CF 3p -OCF 2 CHF 2 , -SCF 3 , -OR 21 , 
-NR^R 22 , -SR 21 , -S(0)R 21 . -S(0) 2 R 21 , -C^NR^R 22 , -OC(0)NR 21 R 22 , 
-NR 21 C(0)R 22 , -OCHjCtOJNR^R 22 , -C(0)R 21 and -C(0)OR 2 \ 

C^-alkyl. C^-alkenyl and C^e-alkynyl, 

optionally substituted with one or more substituents selected from 
-CHF 2 , -CF 3( -OCF 3 , -OCHFa. -OCH 2 CF 3 , -OCF 2 CHF 2i -SCF 3 , 
-OR 21 , -NR^R 22 , -SR 21 , -S(0)R 21 , -S(0) 2 R 2 \ -C(0)NR 21 R 22 . 
-OC(0)NR 21 R 22 , -NR^CfOJR 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 
and -C(0)OR 21 , 

• aryl, aryloxy, aryloxycarbonyl, aroyl, aryl-Ci-e-alkoxy, aryl-C^-alkyl, aryl-C^-alkenyl, 
aryl-C2^-alkynyl, heteroaryl, heteroaryl-C^-alkyl, heteroaryl-C 2 ^-alkenyl or heteroaryl- 
C 2 ^-alkynyl, 

of which the aryl and heteroaryl moieties optionally are substituted with one 
or more substituents selected from 

halogen, -CN, -CH 2 CN, -CHF 2l -CF 3 , -OCF 3 , -OCHF 2 , -OCH 2 CF 3 , 
-OCF 2 CHF 2 , -OS(0) 2 CF 3 , -SCF 3l -N0 2 , -OR 21 , -NR^R 22 , ~SR 21 , 
-NR 21 S(0) 2 R 22 , -Sp^NR^R 22 , -S(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , 
-OS(0) 2 R 21 , -C(0)NR 21 R 22 . -OCfOJNR^R 22 , -NR 21 C(0)R 22 , 
-CH^COJNR^R 22 , -OChfeCfOjNR^R 22 , -CH 2 0R 21 , -Ci-feNR^R 22 , -OC(0)R 21 , 
-C(0)R 21 and -C(0)OR 21 , 

C-i^-alkyl, C 2 ^-alkenyl and C 2 ^-alkynyl, 
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optionally substituted with one or more substituents selected from 
-CHF 2l -CF a . -OCFs, -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2l -SCF 3 , 
-OR 21 , -NR^R 22 , -SR 21 , -S(0)R 2 \ -S(0) 2 R 21 , ^C(0)NR 21 R 22 , 
-OC(0)NR 21 R 22 , -NR 21 C(0)R 22 , -OCH 2 C(0)NR 21 R 22 , -C(0)R 21 
and -C(0)OR 21 , 

__j^reiaB 2 lgnd_R^ 2 jndependently ari\hydlnDge^ .a-alkylsilyl, C3.8- 

cycloalkyl, C 3 ^^cloalkyl-Ci^-alkyl,/a^raryl-C 1 . e -alkyl or heteroaryl, 

or R 21 and R 22 when attached to the same nitrogen atom together form a 3 to 8 
membered heterocyclic ring optionally containing one or two further hsteroatoms 
selected from nitrogen, oxygen and sulfur, and optionally containing one or two double 
bonds, 

or two of the groups R 16 to R 19 when placed in adjacent positions together form a bridge 
-(CR ie 'R 17 ') a -0-(CR 18 'R 19 VO~, 

wherein 

a is 0, 1 or 2, 

c is 1 or 2, 

R 16 ', R 17 ', R 18 ' and R 19 ' independently are hydrogen, Cm-alky! or halogen, 

E is a 3 to 9 membered mono- or bicyclic ring optionally containing one or two double 
bonds wherein one or two groups R 23 and R 24 are attached to the same or different ring 
carbon atoms or 
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wherein 

m and p independently are 0, 1 , 2, 3 or 4, with the proviso that when both m and p are 
present in the same formula at least one of m and p is different from 0, 

R^and R 24 independently are 

• hydrogen, ~CHF 2l -CF 3 . -OCF 3 , -OCHF 2 , -OCH 2 CF 3l -OCF 2 CHF 2l -SCF 3 , ^OR 3f \ 
-NR^R 37 , -SR 36 . ~S(0)R™, -S(0) 2 R 3e , -CfOjNR^R 37 , -OC(O)NR 30 R 37 , -NR 36 C(0)R 37 . 
-OCH 2 C(0)NR 3B R 37 , -C(0)R 9S or -C(0)OR M , 

• CWalkyl, C^-alkenyl or C^e-alkynyl, 

6 
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optionally substituted with one or more substituents selected from -CHF 2 . - 
CF 3l -OCF 3r -OCHF 2l -0CH 2 CF 3 , -OCF 2 CHF 2 , -SCF 3 , -OR 39 , -NR 33 R 37 , -SR 36 , 
-SCOJR 36 , -SCOJaR 36 , -CPJNR^R 37 , -0C(0)NR 36 R 37 , -NR 36 C(0)R 37 , 
-OCH 2 C(0)NR 3S R 97 , -C(0)R 3fl and -CCOJOR 38 , 

• Ca-fl-cycloalkyl, Cs-e-cycloalkylidene, C^-cycloalkenyl, heterocyclyl, C w -cycloalkyl- 
d-s-aikyl, C M -cycIoalkyl-C 2 -a-alkenyl, C M -cycloa|kyl-C2^-alkynyl, C«-cycloalkenyl- 
Cvs-alkyl. C 4 ^-cycloalkenyl-C2^-alkenyl, C (W -cycloalkenyl-C 2 . 6 -alkynyl, heterocyclyl- 
C^-alkyl, heterocyclyl-C 2 ^-alkenyl or heterocyclyl-C 2 . 6 -alkynyl 1 

of which the cyclic moieties optionally are substituted with one or more 
substituents selected from 

-CHF Zl -CFa. -OCF 3 , -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF a , -SCF 3l -OR 36 , 
-NR 33 R 37 , -SR 36 , -S(0)R 36 , -S^R 36 , -CtONR^R 37 , -OC(0)NR 3e R 37 , 
-NR^CfOJR 37 , -0CH 2 C(0)NR 3S R 37 , -CfOJR 36 and -C(0)OR 36 , 

C^-alkyl, C 2 ^-alkenyl and C 2 ^-a!kynyl, 

optionally substituted with one or more substituents selected from 
-CHF 2 . -CF 3 , -OCF3. -OCHF Zl -OCH 2 CFa, -OCF 2 CHF 2 , -SCF 3 . 
-OR 36 , -NR 3fl R 37 , -SR 36 , -S(0)R 3e , -S(0) 2 R 3a , -C(0)NR 3B R 37 , 
-0C(0)NR 3B R 37 , -NR 3a C(0)R 37 , -OCH 2 C(0)NR 3B R 37 , ^(OJR 33 
and -C(0)OR 36 , 

• aryl, aryloxy, aroyl, aryl-C-i-e-alkoxy, aryl-C^-alkyl, aryl-C 2 ^-alkenyl, aryl-C 2 -e-aIkynyl, 
heteroaryl, heteroaryl-Ci-e-alkyl, heteroaryl-C 2 ^-alkenyl or heteroaryl-C M -alkynyl, 

of which the aryl and heteroaryl moieties optionally are substituted with one 
or more substituents selected from 

halogen, -CN, -CH 2 CN, -CHF 2 , -CFa, -OCF 3l »0CHF 2l -OCH 2 CF 3 , 
-OCF 2 CHF 2f -OS(0) 2 CF 3 . -SCF 3 , -N0 2 , -OR 36 , -NR 36 R 37 , -SR 36 , 
-NR 3fl S(0) 2 R 37 , -S(0) 2 NR 3B R 37 , -S(0)NR 3e R 37 , -S(0)R 36 , -S(0) 2 R 3e , 

7 
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-0S(O) 2 R 3e , -C(0)NR 36 R 37 , -OC(0)NR ae R 37 , -NR 38 C(0)R 37 , 
-CHaC^JNR^R 37 , -CH 2 C(0)NR 38 R 37 , -CH 2 OR 3B . -CH 2 NR 36 R 37 , -OC(0)R 38 , 
-C(0)R 3e and -CfOJOR 36 , 

Cve-alkyl, C 2 ^-alkenyl and C 2 -e-alkynyl, 

optionally substituted with one or more substituents selected from 
-CHF 2 . -CF 3 , -OCF 3l -OCHF 2l -OCH 2 CF 3 , -OCF 2 CHF 2 . -SCF 3 . 
-OR 38 , -NR 36 R 37 , -SR 36 , -SfOJR 36 , -SfOfeR 38 , -C(0)NR 36 R 37 , 
-OC(0)NR 3B R a7 , -NR"C(0)R 37 , -OCH 2 C(0)NR 36 R 37 , ^(O)R 36 
and -C(0)OR 36 , 

wherein R 3S and R 37 independently are hydrogen, C^-alkyl or aryl, 

of which the aryl moiety optionally is substituted with one or more 
substituents selected from halogen, -CN, -CF 3 , -OCF 3 , -N0 2 , -OR 38 , -NR 38 R 39 
and C^-alkyl, 

wherein R 38 and R 30 independently are hydrogen or Chalky!, 

or R S6 and R 37 when attached to the same nitrogen atom together form a 3 to 8 
membered heterocyclic ring optionally containing one or two further heteroatoms 
selected from nitrogen, oxygen and sulfur, and optionally containing one or two double 
bonds, 

or R 23 and R 24 when attached to the same ring carbon atom or different ring carbon 
atoms together form a radical -O-fCHaJrCR^R^CH^-O-, -(CH 2 )t-CR 40 R 41 -(CH 2 )r or 
-S-(CH 2 )rCR 40 R 41 -(CH 2 ) r S-, 

wherein 

t and I independently are 0, 1 , 2, 3, 4 or 5, 

R 40 and R 41 independently are hydrogen or C^-alkyl, 

s 
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R 25 to R 90 independently are hydrogen, halogen, -CN, -CF 3 , -N0 2 , -OR , -NR R , 
d-e-alkyl, C M -cycloalkyl or Gw-cycloalkenyl. 

wherein R 4Z and R 43 independently are hydrogen or C^alkyl, or 

R 42 and R 43 when attached to the same nitrogen atom together form a 3 to 8 membered 
heterocyclic ring optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen and sulfur, and optionally containing one or two double bonds, 

R 31 , R 32 and R 33 independently are hydrogen or d-e-alkyl, 

R 34 and R as independently are 

• hydrogen, C^-alkyl. C^-alkoxy, C^alkanoyl, -CfOJNR^R 46 or -S(0) 2 R 45 , 

• aryl, arayl, aryl-C^-alkoxy, aryl-Ci-e-alkanoyl or aryl-C^-alkyl, 

of which the aryl moieties optionally are substituted with one or more 
substituents selected from halogen, -CN. -CF 3l -OCF s , -OR 44 . -NR^R 45 and 
C^-alkyl, 

wherein R 44 and R 45 independently are hydrogen or d-a-alkyl, or 

R 34 and R 35 when attached to a carbon atom together form a 3 to 8 membered cyclic ring 
optionally containing one or two heteroatoms selected from nitrogen, oxygen or sulfur, 
and optionally containing one or two double bonds, or 

R 34 and R 35 when attached to a nitrogen atom together form a 3 to 8 membered 
heterocyclic ring optionally containing one or two further heteroatoms selected from 
nitrogen, oxygen or sulfur, and optionally containing one or two double bonds. 

as well as any optical or geometric isomer or tautomeric form thereof or a 
pharmaceutically acceptable salt thereof. 

9 
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5. A compound according to claim 1 , wherein A is 



— CH Z —NR 7 — , — (CH^-NR— . — NR 7 — , (CH^— , ™ • — NR- — CHj — 



wherein R 7 is as defined in claim 1 . 



13. A compound according to claim 1 , wherein Z is 



16. A compound according to claim 1, wherein X is 



J-(CH 2 ) q -^^ i7 ^0-(CR l3 R 1 V(CH 2 ) 3 - , X (CH2) _iCl 



-(CR 13 R 14 ) f —(CH 2 )- 




O R 12 
or -L(CH 2 ) q — N— (CH 2 )-0- 



wherein q, r, s, R 12 p R 13 and R 14 are as defined in claim 1. 
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17. A compound according to claim 1 6, wherein X is 



O 

-"-(CH^— N— (CH 2 )— 

H 



-(CH 2 )— N-(CH 2 )— 0- , -i_ (C H 2 )— N^^O-(CH 3 )— , 



-N— S-(CH 2 )— ( or — 2- N -(CR 13 R 14 ) r - 

H 



wherein q is 0 or 1, r is 0 or 1, s is 0, 1 or 2, and R 13 is hydrogen or C^-alkyl. 



18. A compound according to claim 17, wherein X is -C(0)NH-, -C(0)NHCH 2 -, 
-C(0)NHCH(CH 3 )-, -C(0)NHCH 2 CH 2 -, or -NHC(O)-. ' 



22. A compound according to claim 1 , wherein D is 



R 1fl , a r ib R ia 

R 1T or JZfe* 




■ R 1» R 17^ ^ 



wherein R 16 . R 17 , R 1S , and R 19 are as defined in claim 1. 
23. A compound according to claim 22, wherein D is 
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wherein R 16 , R 17 , R 18 and R I9 are as defined in claim 1. 



43. A compound according to claim 1 , wherein E is 




wherein 

m, p and R 23 to R 30 and R 32 to R 36 are as defined in claim 1 . 

12 
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1 ■ 1<J' t 
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45 . A compound according to claim 44, wherein E is 




wherein p, R 23 , R 24 , R 2S , R 26 , R 27 , R 28 , R 29 , R 30 , R 34 and R 3S are as defined in claim 1 . 
46. A compound according to claim 45, wherein E is 




wherein R 23 , R 24 , R 25 , R 26 , R 27 s R 34 and R 3S are as defined in claim 1 . 
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49. A compound according to claim 45, wherein E is 




wherein R 23 and R 24 are as defined in claim 1. 

5 1. A compound according to claim 49, wherein R 23 and R 24 independently are selected 
from hydrogen, Ci. 6 -alkyl, C 3 .g-cycloalkyl, C 3 . 8 -cycloalkylidene 5 phenoxy, phenyl, 
-C(0)NR 36 R 37 and -OC(0)NH-phenyl, of which the phenyl moiety optionally may be 
substituted with -OCF 3 , wherein R 36 and R 37 are as defined in claim 1, or R 23 and R 24 
together form the radical -(CH2)rCR 40 R 4l -(CH2)i-, -O-(CH 2 ) t -CR 40 R 41 -(CH 2 >-0-, -S-(CH 2 ) r 
CR 40 R 41 -(CH 2 ) 1 -S- ) wherein t, L. R 40 and R 41 are as defined in claim 1. 

53. A compound according to claim 46, wherein E is 



wherein R 2S , R 2S and R 27 are as defined in claim 1. 

55. A compound according to claim 53, wherein R 25 , R 26 and R 27 independently are 
selected from hydrogen, halogen, CWalkyl, Ci^-alkoxy, C 3 . 8 -cycloalkyl, C 4 . 8 - 
cycloalkenyl, -CF 3 , -OCF 3 or -NR 42 R 43 , wherein R 42 and R 43 are as defined in claim 1 , 
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56, A compound according to claim 55, wherein E is 




wherein R is ~OCF 3 , -CF 3 , C^-alkyl, piperidyl, C 3 , 8 -cycloallcyl or C^-cycloalkenyl. 
57. A compound according to claim 46, wherein E is 




59. A compound according to claim 1 of formula (Ii): 




wherein V, A, R 46 , R 47 , R 1 , E, X and D are as defined in claim 1 . 
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63. A compound according to claim 1 of formula (Is): 



O 



O 



R' 



,46 



HO 




D 



Os) 



R 



wherein R 46 , R 47 , R 1 , E, X and D are as defined in claim 1 . 

68. A compound according to claim 59, wherein R 46 and R 47 axe both hydrogen. 

69, A compound according to claim 1 , which has an IC50 value of no greater than 5 
nM as determined by a Glucagon Binding Assay (T), Glucagon Binding Assay (II) or 
Glucagon Binding Assay (1U). 

70. A compound according to claim 69 having a glucagon antagonistic activity as 
determined by the Glucagon Binding Assay (I), Glucagon Binding Assay (IT) or 
Glucagon Binding Assay (HI) corresponding to an IC50 value of less than 1 |^M, 

71, A compound according to claim 1 , which is useful for treating Type 2 diabetes. 

87. A method for treating Type 2 diabetes, said method comprising administering to a 
subject in need thereof an effective amount of a pharmaceutical composition of claim 



88. The method according to claim 87, wherein the effective amount of the compound is in 

the range of from about 0.05 tng to about 2000 mg. 

89. A pharmaceutical composition comprising, as an active ingredient, an effective amount 
of at least one compound of claim 1 together with one or more pharmaceutically 
acceptable carriers or excipients, 



89, 
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90. The pharmaceutical composition of claim 89 in unit dosage form, comprising from 
about 0.05 mg to 1000 mg of the compound. 

92. A method for treating hyperglycemia, said method comprising administering to a 
subject in need thereof an effective amount of a pharmaceutical composition of claim 
89. 

93. A compound according to claim 1, which is useful for treating hyperglycemia. 

94. A compound according to claim 5, wherein A is 

— <CH 2 ) 2 -fl 

95. A compound according to claim 5, wherein A is 




96. A compound according to claim 5, wherein A is 



97. A compound according to claim 5, wherein A is 



fl— CH." 



98. A compound according to claim 1, wherein R is hydrogen, 



/00 



99. A compound according to claim 1, wherein R is methyl. 
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100. A compound according to claim 18, wherein X is -C(0)NH-. 

101. A compound according to claim 18, wherein X is -C(0)NHCH(CH 3 )-. 

1 02. A compound according to claim 23, wherein D is 



wherein R 16 , R 17 and R 1S are as defined in claim 1 . 

103. A compound according to claim 30, wherein R 16 , R 17 and R 18 independently are 



hydrogen, halogen, -CN„ -NO^l-CF^OCFjj -SCF 3 , d-6-alkyl, Ci. 6 -alkyl substituted 



with hydroxy, Ci-6-alkyl substituted with -S(0) 2 R , Q-e-alkoxy, -S-C^-alkyl, 
-C(0)OR 2 \ -C(0)R 21 , -CH 2 (0)R 21 , -C(0)NR 21 R 22 , -S(0)R 21 , -S(0) 2 R 21 , -S(0) 2 CF 3) 
-S(0) 2 NR 21 R 22 , Q.g-cycloalkyl-Ci-o-alkoxy, C 3 . 8 -cycloalkyl-Ci^-alkylthio or 
C3^-cycloalkylthio, 

wherein R 21 and R 22 independently are hydrogen, Ci-6-alkyl, tri-Cus-alkylsilyl, 
C 3 .g-cycloalkyl, C 3 .rcycloalkyl-Ci-<$-aikyl, phenyl or 2,3-dmydroindolyL, or R 21 and R 2 
together with the nitrogen atom to which they are attached form a piperidine ring, 

phenoxy, phenyl, benzyl, furanyl, tetrazolyl, benzoxazolyl or oxadiazolyl, of which the 
ring systems optionally may be substituted with halogen, -C(0)OR 21 or Ci-6-alkyl, 
wherein R 21 is hydrogen or CWalkyl, or 

wherein R 1 6 and R 1 7 in adjacent positions form the radical -CF2-O-CF2-O- or -0-CF 2 - 
CF2-O-, and R 18 is hydrogen. 



R 



,16 
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104. A compound according to claim 103, wherein R 16 , R 17 and R 18 independently are 

hydrogen, halogen, ~CN, -N0 2 , -CF 3 , -OCF 3 , -SCF 3 , C w -attyl f Cn-alkjfl substituted 
with hydroxy, C^alkoxy, -S-CWalkyl, -C(0)OR 21 , -C(0)R 21 , -CH 2 (0)R 21 , 
-C(0)NR 2l R 22 , -S(0) 2 R 2 \ -(0) 2 CF 3 or -S(0) 2 NR 2, R 22 , 

wherein R 2] and R 22 independently are hydrogen, CWalkyi, tri-Ci-e-alkylsilyl, phenyl or 
2,3-dihydroindolyl, 

phenoxy, phenyl, benzyl, furanyl, tetrazolyL benzoxazolyl or oxadiazolyl, of which the 
ring systems optionally maybe substituted with halogen, -C(0)OR 21 or Ci^-alkyl, 
wherein R 21 is hydrogen or Ci-e-alkyl, or 

wherein R 1 5 and R 1 7 in adjacent positions form the radical -CF 2 -0-CF 2 -0- or -0-CF 2 - 
CF2-O-, and R 18 is hydrogen. 

105. A compound according to claim 104, wherein R 16 , R 17 and R 1S independently are 
hydrogen, halogen, -CN, -N0 2 , ~CF 3 , -OCF 3} ~SCF 3 , CWaftyl, Ci. 6 -alkoxy, -S-d-e- 
alkyl, -C(0)Od. 6 -aIkyl, -S(0) 2 C,^-alkyl , -S(0) 2 CF 3 , -C(0)N(Cu-aUQi)(Ci^-alkyl), 
-S(0) 2 N(phenyl)(C,. fi -alkyl), ~C(=0)C,^-alkyl, -CH 2 OH, -CH 2 0(tri-Ci. 6 -alkylsilyl), 2,3- 
dihydroindoM-ylsulfonyl, phenoxy, phenyl, 4-chlorophenyl, 1,3,5-trimethylbenzyl, 
benzoxazolyl, 2-methyltetrazol-5-yl, 2-memyl-3-methoxycarbonylfuran-5-yl or 3- 
isopropyl-[ 1 ,2,4]oxadiazol-5-yl). 

106. A compound according to claim 30, wherein one of R 16 to R 18 is hydrogen. 

107. A compound according to claim 30, wherein two of R 16 to R 18 are hydrogen. 

108. A compound according to claim 30, wherein R 16 and R 17 are both hydrogen and R 18 
is -OCF3, -SCF3 -CF 3> -S(0) 2 CH 3j phenyl, halogen, Ci. 6 -alkyl, nitro, -S-Ci. 6 -alkyl or 
-S(0) 2 NR 21 R 22 s wherein R 21 is C,. 6 -alkyl and R 22 is phenyl 
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109. A compound according to claim 30, wherein R 16 and R 17 are both hydrogen and R 18 
is -OCF3 or halogen. 

HO, A compound according to claim 30, wherein R 16 is hydrogen and R !7 and R 18 are 
both halogen or are both -CF3. 

1 1 1 . A compound according to claim 30, wherein R 16 is hydrogen, R 17 is -CF3 and R 18 is 
halogen, -CN, Ci-6-alkoxy or -OCF 3 . 

T 

1 12. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is -OCF 3 and R 1S 
is -S(0) 2 CH 3 , -CH 2 0-tri-Ci. 6 -aIkylsilyl, benzoxazolyl or-CH 2 OH. 

1 13. A compound according to claim 30, wherein R 16 is hydrogen, R 17 is Cj^-alkyl and 
R IS is -S(0) 2 NR 21 R 22 , wherein R 21 is d-e-alkyl and R 22 is phenyl. 

1 14. A compound according to claim 30, wherein R 16 , R 17 and R 18 are selected from 
hydrogen, -OCF3, -CF 3 , -Br, -F and -CI. 

115. A method for treating impaired glucose tolerance, said method comprising 
administering to a subject in need thereof an effective amount of a pharmaceutical 
composition of claim 89. 

116. A compound according to claim 1, which is useful for treating impaired glucose 
tolerance. 

1 17. A method for treating obesity, said method comprising administering to a subject in 
need thereof an effective amount of a pharmaceutical composition of claim 89. 

1 1 8. A compound according to claim 1 , which is useful for treating obesity. 
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Application No.: 09/572,553 Group Art Unit: 1624 

Filed: May 16, 2000 Examiner: S. Patel 

■ Confirmation No: 5348 
For: Glucagon Antagonists/Inverse Agonists 

AMENDMENT UNDER 37 C.P.R. 1 .312 

Commissioner for Patents 
Arlington, VA 22202-35 1 3 
Attn: Box Issue Fee 

Sir: 

This Amendment is submitted in response to a May 23, 2002 Notice of 
Allowance and is made because each of allowed claims 23, 44, 45, 46, 49, 51, 53, 55 and 102 
were in improper form as they depended both on claim I and on another claim. 

IN THE CLAIMS: 

Please amend the following claims: 

23. (Twice Amended) A compound according to claim 22, wherein D is 
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44. (Amended) A compound according to claim 43, wherein E is 






R J5 ^7V S 




(CHR ,3 ) p 
<CHR te ) ri 



R\ R 




(CHR"), 
(CHR 5I ) m 




T 

(CHR a \ 



(CHR ). 
I 



N , S^^i 



N 

^hr"), 

(CHR ,J ), n 






NH 




— R 



(CHR^Jp 




R* 




10/02/02 WED 15:00 [TX/RX NO 7729] !g|026 



45. (Amended) A compound according to claim 44, wherein E is 




46. (Amended) A compound according to claim 45, wherein E is 




49. (Amended) A compound according to claim 45, wherein E is 



3 - 
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r . co' -J"-+ 



R' 



R' 




5 1 . (Amended) A compound according to claim 49, wherein R 23 and R 2<l independently are 
selected from hydrogen, CWalkyl, Cs-a-cycloalkyl, Cs-n-cycloalkylidene, phenoxy, phenyl, 
-CfOJNR^R 37 and -OC(0)"NH-phenyI. of which the phenyl moiety optionally may be 
substituted with -OCF 3 . or R 23 and R 2 " together form the radical -{CH 2 )rCR'' ft R 41 -(CH2)i-. -O- 
(CH 2 )rCR <w R 4, -(CH2)rO-, -S-(CH 2 )rCR 40 R* l -(CH 2 )i-S-. 

53. (Amended) A compound according to claim 46, wherein E is 



55. (Amended) A compound according to claim 53, wherein R , R 26 and R independently 
are selected from hydrogen, halogen, C|^-alkyl, C|^-alkoxy, C 3 ^-cyclo3lkyl. C4.8- 
cycloalkenyl, -CF 3 , OCF 3 or -NR^R 43 . 

102. (Amended) A compound according to claim 23, wherein D is 




or 





- 4 - 
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